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AB Spot size redn. and increased detection sensitivity in matrix-assisted 
laser desorption/ionisation (MALDI) of small mols. are accomplished by 
using an inexpensive and removable hydrophobic coating for MALDI 
targets, based on 3M Scotch Gard surface treatment. Several variations 

in 

sample prepn. were explored, such as surface coating technique, 
identity of the matrix, solvent compn., and the type of metal support 
plate used. These were investigated on both uncoated and coated 
surfaces and their impact on spot size, crystal coverage, and 
sensitivity is presented here. Addnl., crystn. behavior 
obtained on coated plates is compared with that on uncoated 
plates using scanning electron microscope . anal . To demonstrate the 
potential of the new coating technique, erythroxnycin A 
and valinomycin are studied to det. the increase in detection 
sensitivity 

of coated plates in comparison to uncoated plates, and to reveal 
the suitability of the plates for application in combined high- 
performance 

liq. chroma tog. /MALDI (HPLC/MALDI ) , where widely varying solvent compn s . 
and droplet vols, are obsd. It is shown that enhancements in detection 
sensitivities correlate very well with the achieved spot size redn. The 
versatility of the coated plates is also exhibited by the ease 
of removing the surface layer, after which the plates can be rigorously 
cleaned without worry about damaging the hydrophobic surface, followed 

by 

a quick reapplication of new hydrophobic coating material. This 
makes the non-polar coating superior to more expensive com. 
hydrophobic-coated targets, which are much more delicate to 
clean. Furthermore, cleaning and reapplication eliminate potential 
carry-over effects and the easy application procedure also makes the 
fabrication of inexpensive, disposable MALDI targets readily possible. 
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AB The present invention discloses a method of decreasing airflow 
resistance 

through the mammalian upper respiratory system by administering an 

aerosolized mixt. of lipid crystals comprised of a mixt. of one 

or more lipids surfactants and one or more spreading agents selected 

from 

the group consisting of cholesteryl esters, phospholipids, carbohydrates 
and proteins, in powder form, and one or more fluorocarbon propellants, 
through nasal or oral inhalation. Upon administration, the 
propellant (s) 

are evapd. from the mixt. and the lipid crystals are deposited 
upon the air/liq. interface resident upon epithelial tissue lining air 
ways and air spaces of said upper respiratory system. Upon contact of 
lipid crystals with the air/liq. interface, an amorphous spread 
film is formed thereupon substantially decreasing the surface tension of 
the lining and resulting in an increase in vol. of the airways and 
airspaces. A therapeutically active agent effective in the treatment of 
upper respiratory disease is added to the mixt. of lipid crystals 
and upon administration of the aerosol mixt., the amorphous spread film 
formed thereby carries the therapeutically active agent throughout the 
epithelium of upper respiratory system so as to improve airflow through 
the upper respiratory system by both reducing surface tension of the 
epithelial lining and by effectively treating the inflammatory process. 
For example, an aerosolized drug delivery system for nasal 
administration was prepd. by mixing dipalmitoylphosphatidyl choline (DPPC) and 
cholesteryl palmitate (CP) in a ratio of 200:1, resp.^ to obtain a carrier, 
and adding 160 mg of phenylephrine to 995 mg of the carrier. Five grams of 
the resultant mixt. (DPPC/CP/phenylephrine) was suspended in 55 g of 
trichloromonofluoromethane (Pll) as the first propellant, subdivided into 
30 mL, and placed into plastic-coated glass bottles with metered 
dose valves after which 40 g of the second propellant, 
dichlorodifluoromethane (P12), was passed. 
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and method for increasing and enhancing mammalian 



lipid 



is 



said 



of 



Eustachian tube lumen patency and pressure equalization performance is 
disclosed wherein an aerosolized mixt. of lipid crystals 
comprised of a mixt. of one or more lipid surfactants and one or more 
spreading agents selected from the group consisting of sterols, lipids, 
fatty acids, cholesteryl esters, phospholipids, carbohydrates, and 
proteins, in powder form, and one or more propellants, in which the 

i 

surfactants and spreading agents are not sol., are administered through 

mammalian airway orifice. Upon administration, the propellant (s ) are 

evapd. from the mixt. and the lipid crystals are deposited 

within a subject mammalian Eustachian tube whereupon said lipid 

crystals come into contact with lumen surfaces of the tube forming 

an amorphous spread film thereupon substantially decreasing the opening 

pressure of the lumen. In a second preferred embodiment, a 

therapeutically active agent effective in the treatment of otitis media 

added to the mixt. of lipid crystals and upon administration of 
said aerosol mixt., the amorphous spread film formed thereby carries 

therapeutically active agent through the Eustachian tube to the tissues 

In an alternate preferred embodiment, the afore- 



the middle ear 
mentioned 

redn. of surface tension and delivery of therapeutically active agents 



IS 



provided by a mixt. of lipid crystals comprised of 

surfactant (s) , therapeutically active agents and a propellant in which 
such other components are not sol. For example, an aerosolized drug 
delivery system was prepd. by mixing DPPC and cholesteryl palmitate (CP) 
(200:1) and to 5 mg of the resultant carrier, 1 .mu.g of betamethasone 



was 



added. Then 5 g of this mixt. was suspended in 55 g of the first 
propellant, t r ichl or omonofluorome thane (Pll) and subdivided into 30 mL 
Wheaton plastic-coated glass bottles with a 20 mm neck finish. 
Valois metered dose valves were then crimped onto each bottle through 
which 40 g of the second propellant, dichlorodifluoromethane (P12), was 
passed. The size of the metering valve can be varied to deliver 1-5.4 

of the DPPC/CP/betamethasone aerosolized mixt. 
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AB The invention relates to spherical telithroinycin clusters and to 
a method for the prodn. thereof characterized in that a 
telithroinycin crystal suspension is prepd., said 
crystals are coated with a telithroinycin 

insol. phase which gradually crystallizes. The spherical 
telithroixycin clusters are used in the prepn. of micro-capsules. 
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AB An 


easy-to-swallow pharmaceutical 


compn . 


consists of . 


gtoreq. 1 



coated particles with a core which contains an active substance 
and a coat with .gtoreq. 1 layers. The coating 

layer (s) contains . gtoreq. 1 hydratable, pharmaceutically acceptable 
polymer which, on contact with saliva or water, forms a coherent, 
moldable, viscous mass with a slippery surface which does not adhere to 
the mucous membranes of the mouth, and which prevents the active 
substance-contg. particles from leaving the mass and releasing the 
active substance in the mouth cavity. The (outermost) coating layer 
contains . gtoreq. 1 salivation-promoting agent. The properties of the 
coating make the compn. suitable for administering highly dosed or 
bad- tasting active substances and even for swallowing without any liq. 
Thus, a soln. of ciprofloxacin 2000, Crospovidone XL-M 110, PVP K90 60, 
water 900, and EtOH 1800 g was spray-coated onto sucrose 
crystals 0.3-0.6 mm in diam. to produce core particles, which were 
then coated first with a powd. mixt. of NaCl 50, Na saccharin 
50, and Na carboxymethyl starch 50 g, and finally [after moistening with 
EtOH-H20 (1:1)] with a powd. mixt. of Na CM-cellulose 275 and talc 75 g. 
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AB Erythromycin was formulated as enteric-coated pellets 

in order to reduce degrdn. in stomach and gastrointestinal irritation, 

and 

to maximize the absorption in intestine following its oral 
administration. 

Core pellets were prepd. using fluid-bed granulator with two different 
methods (powder layering and solvent spraying) and enteric-coated 
with two different coating polymers (HPMCP and Eudragit E30D) . 
Phys. characteristics and dissoln. rates of core pellets and enteric- 
coated pellets were evaluated to optimize the formulation. Powder^ 
layering method resulted in shorter initial dissoln. time than solvent 
spraying method, but physicochem. properties of the product were worse 
than solvent spraying method with respect to hardness, friability and d. 
The dissoln. rate of the drug was increased with the addn. of 
surfactants, 

showing concn. -dependence . The scanning electron microscopic 
observation 

of pellets revealed significant differences on the surface appearances 
prepd. with solvent spraying method. The core pellet made with powder 
layering method had crystals on the surface, which resulted in 
poor phys. properties of the pellets. The dissoln. profiles of 
erythromycin pellets which resulted in poor phys. properties of 
the pellets. The dissoln. profiles of erythromycin pellets 
coated with HPMCP or Eudragit L30D were close to that of com. 
available erythroniycin enteric-coated product- 
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AB Antibacterial agents (esp. antibiotics) with defined bioavailability 
with 

regard to release time and rate are prepd. by mono- or copptn. from 

soln . 

in cryst. and/or amorphous form, removing the solvent completely 
or partially, and comminution; the final particle size distribution 
resembles a compressed bell curve with flattened plateau, or ideally a 
steep-sided trapezoid. This size distribution provides rapid 
achievement 

of a high release rate, which then remains approx. const, for a 
prolonged 

time period. Such a size distribution can be achieved e.g. by 
combination 

of compns. with different particle size distributions, or by 
crystn. in molds of the desired dimensions. Addn. of a filler, 
either to the original soln. or by spray-coating the particles, 
allows addnl. manipulation of the release behavior. Thus, a soln. of 1 



kg 



clindamycin in 800 mL water, in a layer 1.3 cm deep, was dried under 
vacuum at 150 mbar abs . , layers of inhomogeneous d. were sepd. , and the 
residue was ground in e.g. a sifting mill to a trapezoidal size 
distribution of 195-215 .mu.m. 
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Orthopedic fasteners and replacements such as nails are coated 

with hydrogels and other biocompatible/biodegradable materials which 

expand in the presence of liqs. Swelling of such coatings 

causes the fastener or replacement to be securely fixed into position 

inserted into bone material. Also provided is a method for fixing a 



bone 

or bone replacement in position employing such coated orthopedic 
fasteners or replacements. Surgical Ti pins, 30mm long, were 
coated with a poly (Me methacrylate ) to obtain thickness of .apprx. 
0.5ram. The pins were coated with ethylene dimethacrylate and 
hydroxyethyl methacrylate and polymd. at 80. degree.. The pins were 
placed 

in water at 40. degree, for 48 hs and the interfacial strength was 
measured 

and proved to be close to the shear strength of the hydrogel in the 
swollen state (3MPa) . 
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AB Piezoelec. quartz crystal with an appropriately coated 

ring was used for the detn. of nonvolatile materials in org, solvents. 
The coating material consisted of Na silicate, Na 

f luorosilicate, and quartz powder. The method is highly sensitive, 
simple, and rapid. The sample needed is only 1 .mu.L. Factors 
affecting 

the detn. have been investigated. The method can be applied to the 

anal - 

for a variety of materials in org. solvents. j 
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AB Water-insol. drugs are rendered injectable by formulation as aq. 
suspensions of phospholipid-coated microcrystals. The 
cryst. drug is reduced to 50 nm-10 .mu.m dimensions by sonication 
or other processes inducing high shear in the presence of membrane- 
forming 

amphipathic lipids. The membrane- forming lipid stabilizes the 
microcrystal by both hydrophobic and hydrophilic interactions, 
coating and enveloping it and thus protecting it from coalescence, 
and rendering the drug in solid form less irritating to tissue. Addnl. 
protection against coalescence is obtained by a secondary coating 
by addnl. membrane- forming lipid in vesicular form assocd. with and 
surrounding but not enveloping the lipid-encapsulated drug particles. 
Tissue-compatible formulations contg. drug in concns. up to 40% 
(wt./vol. ) 

are described. 
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OS MARPAT 113:178284 

AB Finely divided solids for pharmaceuticals, agriculture, industry, 

photog., etc. are prepd. by dissolving the solid to be finely divided 
into a liq. carrier solvent to form an injection soln. and injecting the 
soln. into a vol. of antisolvent to ppt. or crystallize the solid. 
Triamcinolone acetonide (I) was dissolved in THF at 20-25. degree. , and 
the soln. was injected into C02 at 49. degree.. A fine white powd. of I 
was collected in 88 wt. % recovery. The av. particle size was 5-10 
.mu.m (by calibrated light microscopy) . A block diagram of" a typical 
app. and its use in prepn. of the finely divided solids are described- 
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(FILE 'HOME' ENTERED AT 16:22:59 ON 25 NOV 2003) 

FILE 'REGISTRY' ENTERED AT 16:23:35 ON 25 NOV 2003 

FILE 'CAPLUS' ENTERED AT 16:23:38 ON 25 NOV 2003 
LI 11 S (ERYTHROMYCIN? OR TELITHROMYCIN? ) AND COAT? AND CRYSTAL? 



COST IN U.S. DOLLARS SINCE FILE 

ENTRY 

FULL ESTIMATED COST 36.13 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE 

ENTRY 

CA SUBSCRIBER PRICE -7.16 
STN INTERNATIONAL LOGOFF AT 16:26:11 ON 25 NOV 2003 



TOTAL 
SESSION 
36.74 

TOTAL 
SESSION 
-7.16 



